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PRE-APPEAL BRIEF REQUEST FOR REVIEW 
Applicants respectfully request review of the above-referenced application prior to the 
filing of an Appeal Brief. This request is being filed with a Notice of Appeal. 
The review is requested for the reasons stated on the attached sheets. 



Applicants request review of the rejection made in the final Office Action dated April 30, 
2009 (the "Office Action"). 

Claims 94-105, 109-1 IK and 113-117 are not Obvious in View of Schena andKomarova 
The Office rejects claims 94-105, 109-1 1 1, and 1 13-1 17 under 35 U.S.C. § 103(a) over 
Schena et al (PNAS 93:10614-10619, 1996; hereinafter "Schena") in view of Komarova et al.^ 
(Oncogene 17:1089-1096, 1998; hereinafter "Komarova"). The Office states that "[i]t would 
have been prima facie obvious to one of ordinary skill in the art at the time the invention was 
made to use the method and microarray as taught by Schena et al. to study apoptosis as an 
indicator of the toxicity of compounds applied to cells as taught by Komarova et al. in order to 
have the efficiency of a chip based approach to study gene expression in humans" (Office 
Action, pp. 6-7). In particular, the Office, without evidence, states that "[t]he mRNA fi"om 
which the cDNA library [of Schena] is made will inherently contain a plurality of differentially 
spliced regions of one or more human genes" (Office Action, p. 7). This rejection should be 
withdrawn for the reasons stated in the Reply to Office Action filed on February 9, 2009 (the 
"Reply", which is incorporated by reference); these reasons are briefly summarized below. 

The Office erred in making this rejection by failing to concisely point out where Schena 
and Komarova, either singly or in combination, teach or suggest each of the following 
limitations of present independent claim 94 and claims dependent therefirom: 

A. use of an apoptosis-specific nucleic acid library containing marker nucleic acid 
molecules specific for all or a portion of one or more regions of nucleic acid molecules 
that are the product of differential splicing during, and which are indicative of, apoptosis; 

B, contacting cells with a test compound that is being analyzed for its toxicity; 

C. detecting hybridization between nucleic acid probes prepared from cells contacted with a 
test compound and a library of apoptosis-specific marker nucleic acid molecules; and 

D, correlating the level of hybridization with the level of test compound toxicity. 



* Claims 79-93 are allowed and are not discussed herein. 
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A. Schena and Komarova Fail to Teach or Suggest 

the Library of Claims 94-105, 109-111 and 113-117 

As Applicants pointed out in the Reply, the Schena and Komarova libraries are not 
prepared using nucleic acid molecules isolated from cells that have been exposed to an 
apoptosis-inducing condition and would not necessarily include marker nucleic acid molecules 
"indicative of apoptosis." Moreover, Schena and Komarova fail to teach or suggest that the 
cDNA molecules of their libraries are necessarily specific to (and thus capable of hybridizing to) 
even a single differentially spliced region of a gene product that is expressed in an apoptotic cell 
(following, e.g., exposure to a toxic compound), and thus it is not certain that the cDNA 
molecules of the Schena and Komarova libraries would necessarily bind to those nucleic acid 
molecules that would be bound by the marker nucleic acid molecules of the library of present 
independent claim 94 (i.e., nucleic acid molecules corresponding to a region of a gene product 
that is 1) included in the gene product during apoptotic conditions as a result of differential 
splicing and 2) indicative of apoptosis as a result of its inclusion in the gene product). The 
Office has provided no evidence to the contrary. 

B, Schena and Komarova Fail to Teach or Suggest Contacting 
Cells with a Test Compound to Assess Toxicity 

The Office also erred in failing to establish that Schena and Komarova, either singly or in 
combination, teach or suggest contacting cells with a test compound that is being analyzed for its 
toxicity, as is recited by present claims 94-105, 109-1 1 1, and 1 13-1 17. The Office states that 
Schena teaches that "[t]he degree of hybridization of. . .probes [from heat-treated cells] to. . . [a 
hybridization] array is indicative of how toxic the heat was to the cells as the applied heat 
induces the expression of a variety of genes which are discemed by hybridization of probes to 
the array" (Office Action, p. 8). This conclusion is factually inaccurate. 

Heat is not a compound; heat is the transfer of energy from one substance to another 
caused by a temperature difference. Thus, Schena' s description of heat treatment does not 
satisfy the limitation of present independent claim 94 that requires contacting cells with a test 
compound. Similarly, Komarova' s ganrmia radiation treatment of cells also fails to satisfy this 
limitation of present independent claim 94 because the cells are not contacted to a radioactive 
compound but rather exposed to a radiation source that irradiates the cells through a culture dish. 
Finally, Schena' s phorbol ester treatment of Jurkat cells does not satisfy this limitation of 
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present claims 94-105, 109-1 1 1, and 113-117 because phorbol ester treatment protects Jurkat 
cells from apoptosis rather than inducing apoptosis (see, e.g., Herrant et al., Oncogene 21 :4957- 
4968, 2002). 

Furthermore, both Schena and Komarova fail to teach or suggest even a single instance 
that involves contacting cells with a test compound to analyze or determine whether the test 
compound has an apoptotic, or even toxic, effect on the treated cells. Thus, Schena and 
Komarova, whether considered singly or in combination, fail to meet the "contacting with a test 
compound" and "analyzing or determining toxicity of a test compound" limitations of present 
independent claim 94, and claims dependent therefrom. 

C. Schena and Komarova Fail to Teach or Suggest Detecting Hybridization 
to Apoptosis-Specific Marker Nucleic Acid Molecules of a Library 

As is discussed in the Reply, Schena and Komarova describe the use of cDNA libraries to 
detect differential gene expression (not differential splicing) resulting from treatment with heat 
and phorbol esters (Schena) and gamma radiation (Komarova). Thus, the cDNAs of the Schena 
and Komarova libraries are not necessarily specific for one or more differentially spliced regions 
expressed in a plurality of gene products in a cell as a result of apoptosis. The binding of nucleic 
acid molecules to the Schena and Komarova libraries does not necessarily indicate that the cells 
from which the nucleic acid molecules were obtained were undergoing apoptosis as a result of 
exposure to a compound or even that the libraries would be capable of allowing one to determine 
whether a test compound causes apoptosis (i.e., whether the compound is toxic to a cell). 

The Office states that Schena inherently meets this limitation of present claims 94-105, 
109-1 1 1, and 1 13-1 17 but fails to provide evidentiary support for this conclusion. Inherency 
cannot be used to establish the obviousness of present claims 94-105, 109-1 11, and 113-117 
unless the Schena library necessarily includes nucleic acid molecules capable of hybridizing to 
at least one differentially spliced region of a gene product that is expressed in a cell undergoing 
apoptosis (see, e.g., M.P.E.P. § 21 12); the Office has not provided evidence to support a 
conclusion of inherency, nor has the Office rebutted Applicants' position that the libraries of 
Schena and Komarova have no known or recognized relationship to apoptosis and the detection 
of binding to the Schena and Komarova libraries would not necessarily reveal an apoptotic 
condition in cells due to exposure to a toxic compoxmd. For this reason as well, Schena and 
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Komarova fail to teach or suggest the method of present claims 94-105, 109-1 11, and 113-117, 
and the rejection of these claims should be withdrawn. 

D, Schena and Komarova Fail to Teach or Suggest Correlating the Level of 
Hybridization to their Libraries with the Level of Test Compound Toxicity 

Finally, Schena and Komarova fail to teach or suggest the step of correlating the level of 
hybridization between a plurality of nucleic acid probes and marker nucleic acid molecules of 
their respective libraries with the level of toxicity of a test compound, as is recited by the method 
of present independent claim 94, and claims dependent therefrom. Neither Schena nor 
Komarova teaches or suggests that the nucleic acid molecules of their respective libraries 
specifically hybridize to a nucleic acid molecule expressed as a result of apoptosis (whether 
caused by a test compound or otherwise), much less that the nucleic acid molecules of their 
libraries hybridize to one or more regions present in gene products as a result of differential 
splicing that occurs due to apoptosis. Absent this feature in Schena and Komarova, both 
necessarily fail to teach or suggest, much less provide any reasonable expectation of success in, 
correlating the level of hybridization to their libraries with the level of toxicity of a test 
compound, as is recited in present claims 94-105, 109-1 1 1, and 113-1 17. For this reason as well, 
Schena and Komarova fail to teach or suggest the method of present claims 94-105, 109-1 1 1, 
and 113-117, and the obviousness rejection of these claims should be withdrawn. 



CONCLUSION 

Applicants submit that claims each of claims 79-105, 109-1 11, and 1 13-117 are in 
condition for allowance, and such action is respectfully requested. If there are any charges or 
any credits, please apply them to Deposit Account No. 03-2095. 

Respectfully submitted, 



Date: 3o TuUy Zqq^ 



Clark & Elbing LLP 
101 Federal Street 
Boston, MA 02110 
Telephone: 617-428-0200 
Facsimile: 617-428-7045 



4^ CtL^ 



Todd Annstrongi Ph.D. 
Reg. No. 54,590 



Kristina Bieker-Brady, Ph.D. 
Reg. No. 39,109 



